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REMARKS 



The courtesies extended by Examiner Williamson with the representatives of the 
Applicants in the personal interview of July 16, 2001 is acknowledged with appreciation. 

Currently, claims 1-75 are pending. Reconsideration of the application is respectfully 
requested. 

I. Rejection Under 35 U.S.r. § 1 12 

The rejection of the pending claims under 35 USC §112, first paragraph, is maintained in 
the instant Office Action on the grounds of non-enablement. Although the Examiner 
acknowledges that the specification enables a specific controlled release oral solid dosage form, 
viz., a dosage form having the exemplified core composition and an outer coating having 
polymers at a specific weight ratio and combined weight, it is asserted that the specification does 
not enable a claim that does not expressly recite these limitations. The Applicants respectfully 
traverse. 

As discussed during the July 16, 2001 personal interview, the Applicants maintain and 
reiterate: 

(1) that there is ample support in the specification and known in the art which indeed enables a 
person of ordinary skill to make and use a broad range of controlled release formulations to 
attain the claimed pharmacokinetic parameters (with the benefit of the hindsight provided by 
the present application), including those that have not specifically been exemplified in the 
subject application; and 

(2) that the Examiner's position with respect to the enablement issue conflicts with that taken 
with respect to the assertion of obviousness. 

A. Enablement 

With regard to the issue of adequate support provided in the specification, the Applicants 
submit that a variety of controlled release technologies are disclosed in and supported by the 
subject application. A person of ordinary skill in the art would be capable of modifying these 
disclosed technologies in order to adjust or manipulate the mean time to maximum concentration 
(T max ) of an alkyl ester of a hydroxy substituted naphthalene. In support of this position, the 
Examiner is again directed to page 19, line 36 of the application which recites the following- 
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Other controlled release technologies known to those skilled in the art can be 
used in order to achieve the controlled release formulations of the present 
invention, i.e., formulations which provide a mean Tmax of the drug (i.e., a 
HMG-CoA reductase inhibitor) at a desired time after oral administration, . . .and 
which preferably provide pharmacokinetic parameters described herein when 
orally administered to human patients. Such formulations can be manufactured 
as a controlled oral formulation in a suitable tablet or multiparticulate 
formulation known to those skilled in the art. (Emphasis added). In either 
case, the controlled release dosage form may optionally include a controlled 
release carrier which is incorporated into a matrix along with the drug (e.g., 
HMG-COA reductase inhibitors), or which is applied as a controlled release 
coating. 



The instant application thus sets out a plurality of controlled release technologies, e.g., 
tablet matrix, beaded capsule, or the like, which can be modified to achieve the results of the 
claimed invention and the application is not limited to the formulations specifically recited in the 
Examples. 



The Applicants submit that enablement must also be analyzed in view of what is known 
in the art. Therefore, the disclosure in the present application (namely, a dosage form which 
provides a mean (T max ) of the claimed active at about 10 to about 32 hours after administration) 
must be considered in view of other controlled release technologies that were well known at the 
time of filing the application. Once the desira ble pharmacokinetic factors of the claimed active 
are determined, one of ordinary skill would be clearly enabled to practice the claimed invention 
directed to a dosage form that exhibits these parameters. These claimed parameters are also 
clearly enabled, as provided in the biodata of the application, e.g., at Tables 6-1 1 at pages 45-5 1 . 

In stating that without the outer coating of the core "the composition will not be 
controlled release", it appears that the Office Action asserts that a coating is required in order to 
provide a controlled release composition. Specifically, the Office Action states that «[t]he 
limitation...regarding the core and the coating as well as the ratio of pH sensitive polymer to 
insoluble polymer and the total weight used are critical to the invention." This is not the case, 
as the prior art is replete with controlled release technologies comprising an active agent in a ' 
matrix without the need for a further coating. The criticality of the subject invention resides in 
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the dosage form exhibiting the recued phannacolcinetic parameters, not the formation itself. 
Thus, the core and coatmg, and ratios of the polymers are not critica. to the invention. 

B. Conflict heto * e „ $] n/$ im *Ww f>rTT 

betweenltT ™ ^ A ^ «"* that there is an inherent conflict 
between the enablement reject™ under 35 U.S.C. §1,2, first paragraph, and the obviousness 
rejec on under 35 U.S.C. § ,03(a). The Applicants respectful* submit that the c.ai mT 
mvenuon must be enabled if it ls asserted to be obvious. Clearly, both rejections may not 
concurrently apply to the same claimed invention. In essence, the Examiner has created L 
e ppel to a non-enablement rejection, as he has taken the position that it would be within the 
ab ht.es of one skl ,led in the art to make a controlled release fomu.ation of the claimed ag en* 
whtch exh.b.t the recited pharmacokinetic propert.es utili 2 i„g known controlled release 
echno^gy. Accordingly; as presemed dur . ng interv . ew ^ 

non n abl rejection cannot s(and , n vjewof Exam . ner)s J 2 

the cla,med subject matter is obvious over a combination of the cited references. 

In summary, it is respectfully submitted that one skilled in the art has more than sufficient 
nformanon to manufacture such formulations, without undue experimentation, utilizing the 
h.n s,g h prov.ded by the present application. It matters not whether such addi iona ^ 0 f 
controlled release formu,ations were actually exemplified in the examples as there is n^such 

^? T ^ R — °" - Withdrawal of the region under U C 

§112, first paragraph, ,s respectfully requested upon reconsideration. 

II. Rejections Under 35 ILS.C. 8 103 

The pending claims also stand rejected under 35 I J <? C s i u ■ 

over Monaghan e, al. (U.S. Patent No 4 231 9381 1 J fn I, ?° " g UnPatentab ' e 
5 324 351 or 5 472 7,^ tu 7 / ' } of0sh ^ « al. (U.S. Patent No. 

refr nee taken alo u ta that ™ 

eferences, taken alone or m comb.nation, teach or suggest a controlled release dosage form 

contammg the part.cular active ingredient and exhibiting the Oaimed pharrnacokinet 

parameters. Nor do the cited references teach or suggest a modification of their d."lsed 

formulates such that the claimed parameters would be achieved. 

In presenting the obviousness rejection, the Office Action states that Monaghan et al 
d.scloselovastat.n which "may be administered orally orparenterally m the form of alpsl, a 
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a ■ . ffice Actl0n ^ c ites Oshlack et al for tlw 

- ™zx mitt ta ,he rete m «— * 
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inco.porated in the same foliation. Further, a desirable T max for one class of drug, is not 
necessarily des.rable or beneficial for another class of drug. 

IV. Information Disclosure Stat™™** 

DkH iS reqUeSted 10 retum the ^-led PTO-1449 Form from the Information 

Actton. For the Exammer's convenience, a duplicate copy of this PTO-1449 Form is enclosed 

PTO ,2 T;; S alS ° direCted t0 enC, ° Sed Inf0rmati ° n Disclosure S ^ment and ' 
P 1 0- 1 449 Form filed herewith. 

V. Conclusion 

It is now believed that the above-referenced rejections have been obviated and withdrawal 
, respectfully requested. It is believed that all claims are now in condition for allowanTe 

An early and favorable action is earnestly solicited. 

Respectfully submitted, 
DAVIDSORDAVIDSON & K£t>PEL, LLC 




Rdbert J. Paradiss 
Reg. No. 41,24f 




Davidson, Davidson & Kappel, LLC 
485 Seventh Avenue, 14th Floor 
New York, New York 10018 
(212) 736-1940 
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